AMENDMENTS TO THE CLAIMS: 

Claims 32, 44, and 45 are canceled without prejudice or disclaimer. Claim 59 is amended. 
The fo.low.ng ,s the status of the claims of the above-captioned application, as amended. 

Claim i (Original). A method for increasing tte number of copies of an amp.ificaflon unit 
.ntegrated into a host oeU chromosome, wherein the method comprises the steps of: 

a) rendering a chromosomal gene of a host cell non-functional, wherein the host cell 
becomes susceptible to an inhibitory compound endogenous!/ produced by the host cell when the 
host cell is cultivated in a medium comprising a precursor; 

b) making a nucleic acid construct comprising an amplification unit, wherein the unit 

comprises: 

y i) an expression cassette comprising at least one copy of a gene of interest; and 

ii) an expressable copy of the chromosomal gene of step a), wherein the unit 
integrates into the host cell chromosome; 

c) introducing the nucleic acid construct of step b) into the host cell of step a), wherein at 
least one copy of the amplification unit integrates into the host cell chromosome- 

d) cultivating the host cell of step c) in a medium comprising the precursor, wherein a 
chromosomally integrated copy of the amplification unit is duplicated or multiplied on the host cell 

chromosome; 

e) selecting a host cell comprising two or more chromosomally integrated copies of the 
amplification unit; and optionally 

0 performing one or more cycles of steps d) and e) using the host cell selected in step e) 
m each new cycle: wherein the number of chromosomally integrated copies of the amplification 

unit increases with each repeat 

Claim 2 (Original). A metf,od for construe^ a host cei, comprising a, ,eas, one copy of an 
m ^ ^ ' n, ° ** Chron * OSOme ' *• ■» 

a) rendering a chromosomal gene of a host cell non-functonal, wherein the host cell 
becomes susceptible to an inhibitory compound endogenous* produced by the hos, celi when the 
host cell ,s cultivated in a medium comprising a precursor; 

comprises™"" 9 ' ""^ " a """* fo " »* -herein *e uni, 
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i) i an expression cassette comprising a. least one copy of a gene of interest and 
..) an expressable copy of the chromosomal ^ of ^ m% ^ 
integrates into the host cell chromosome; 

e) introdudng the nucleic add construe, of step b) into the hos, cel, of step ., and 
cu*va t ng the h0 s, ce. in a medium comprising the precursor, wherei „ „ ^ „ j££ 
amplrficatoon unit integrates into the host cell chromosome; and 

d> selecting a host cell comprising a, leas, 0 ne chromosomally integrated copy of the 
amplification unit. Hy 

Claim 3 (Canceled). 

Claim 4 (Original,. The method of daim 1. herein the he cell is a Mk. cell selected from 
the group consisting of BaaHus ^opMus, Secfcs amy^uefec*^, ^ ^ ^ 
— , Ba c*s ^ Bacillus magutans eaeJ/us lauUjs ^ fen<u5 

""«—*««. MhmvM* awte ^ an(J 

Claim 5 (Original). The method of claim 1 , wherein the chromosomal gene of step a) encodes 
an enzyme sefected from the group consisting of galactokinase (EC 2.7.1.6), Impendent 
pyrophosphorylase (EC 2.7.7.10), UDP-glucose-dependent undyly^nsferase (EC 2.7.7 12) and 
UDP-galactose epimerase (EC 5.1 .2.3). 

Claim 6 (Canceled). 

Claim 7 (Original,. The method of claim 1 . wherein the chromosomal gene of step a) is galE. 

Claim 8 (Ordinal,. The method of claim 1, wherein the inhibitory compound is UDP-galactose. 

Claim 9 (Original,. The method of Calm 1. wherein me precursor is free galactose. 

SSZT* ^^"^^--^-nbedegradedtoproduce 
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C^11(0n- 9i „e,). The method of ^ ^ ^ 

Claim 12 (Origina,,. T h e memo, ofdaim ,. wherein to medlum a „ 

o( degrading the precursor to produce free galactose. enzyme capable 

a*» 13 (Origmal,. The method of daim 1, wherein me hos, eel, secies an enzyme into the 
med.umwh.chi.capableofdegrad.ng^precureortop^ucef^galacto™. 

Claim 14 (Original). The method of claim 12, therein the enzyme is a galactose*. 

Cairn 15 (Original). The memod of daim 1, whenein me nucleic acid construct Is a plasmid. 

Ctaim 16 (Original). The method of claim 1, herein the nucleic acid construe, further 
compnses an antibiotic selection marker flanked by resorvase sites or respites. 

Claim 17 (Original,. The method of claim 1, when* the amplification unit further comprises a 
nudeotde sequence with a homology to a chromosomal nucleotide sequence of the host cell 
suffer, to effect chromosomal integral in .he hos. cell of the amplification U nK by homotogous 

recombination. ^ 

Cla^ ,8 10«. The memod of Cairn 1, wherein the amplification unit further comprises a 

pT^rr* 1 * ^ * 200 * mMB ~* 300 ~" — 

p^rably 400 bp, and mos, preferably a. leas, 500 bp wift an idenfly o, a. leas, 70%, preferabfy 

80 A. more preferably 90%, even more preferably 95 % , and mos , a , V 

to a chromosomal nudeoUde sequence of me hos, cell. 

Un,t ' S 3 *«» «*«*"- o.py o, a eonditaalfy essentia, gene o, me hos, cJ 
wh^the hos.ee,, prior to the fi rs, s,ep of ,he invent f-^c^^Z 

m*~, non funcbena, by a part,, de,e«on, and wherein a recombination even, between m e 
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Claim 20 (Origin,,,. The meihod of Cairn 1 9 , wher* the conditional* essenttal gene encodes 

a u-aianme racemase. 



a D-alanine racemase 
Claim 21 (Canceled) 



Claim 22 (Original). The me*od of daim 1. wherein the ampMcaBoo unit further comprise, an 
antibiotic marker, preferably flanked by resohase sites or respites. 

Claim 23 (Original). The method of daim 22, wherein a host eel, comprising a first 
chromosomally integrated amplification unit is selected and the antibiotic marker excised from the 
host cell chromosome by a resolvase prior to the next step in the method. 



Claims 24-58 (Canceled). 



Cla,m 59 (Current arnen ded). A process for produdng a polypepMe of interest, wherein 

the process comprises a step of culBvetng . host comprise I „ ^ ^ 

.nteqrated copies of the ampljfrxtinn nnit mnstn^H hv , „ <us ^ t , n rf , 

45. 



45 

Claim 60 (Cancelled). 



Claim 61 (Original,. The process of daim S9 wherein the polypeptide is a hormone, a pro- 
hormone, a pre-prohormone, a small peptide, a receptor, or a neuropeptide. 
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